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TO : Dr . Kris ti A. Kubosh, PharmD. , RPh , President , Pharmacis t I n Char e 
FIRM 

NuVision Pha rmacy, Inc . 

Producer of Ster ile Drug ProductsDa llas , TX 7524 4 

This document lists observations made by the FDA representative(s) during the inspection ofyour facility. They CR inspectional 
observations, and do not represent a final Agency dctennination regarding your complianc:e. Ifyou have an objection regarding an 
observation, or have implemented, or plan to implement, corrective action in response to an obserVation, you may discuss the objection or 
action with the FDA representative(s) during the inspection or submit this info.nnation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Procedures designed to prevent microbiological contamination ofdrug products pwporting to be sterile are not established. 

Specifically, 
A. 	 Your firm does not have procedures to prevent microbiological contaimination ofinjectable drug products, 

including procedures for the validation ofasceptic processes. For example: 

a. Media Fills require operators to aseptically ft.ll in the ISO 5 clean roo~ 
-aredesignated as positive controls and are used to simulate the 
process. Your media fill process is deficient in that: 

1. 	 Media fills do not simulate aseptic processing operations or reflect worst case processing conditions 
including: 

• 	 All vial sizes used in routine fiU operations are not evaluated; 

• 	 The maximum lot size o- vials has not been simulated. For example. 1Oml vials of 
MethyJcobalamin, Lot Nll062012@1l were filled on 1118/ 12; 

• 	 Do not include all interventions and-; 

• 	 The aseptic assembly ofequipment (e.g., at start-up, during processing) was not included . 

2. 	 Investigations are not conducted to determine the root cause and identification ofmicrobial organisms 
in one or more ofthe test vials or Jack ofgrowth in the control vials. For example: 

Operator Length of Vial growth Firm's 
Incubation observed Conclusion 
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81 Spore Strip Dllte of last test 

No monitoring perfonned in August No 
2012 . 
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In addition, the date the media fiU vials were removed from incubation and examined were not 
documented; therefore, there is no assmance the vials were incubated for the entire 14-day period. 

b. 
injectable drug products used to sterilize to~ 
operator, drug products are using the "liquid" cycle which utilizes a-sterilization 
time- SOP 6.023.2, Validation", date January 2013 describes 

tbe process for using the biological indicators an~ strips which are used to 

routinely monitor the perfonnance ofthe Th~ operator stated on a monthly basis 
one strip is placed in an~ag and processed with a full load ofproduct and equipment. IIIII 
indicators are included in the ftrst product and equipment load each processing day. The SOP does not 

define the frequency these monitoring devices should be used During the review ofrecords provided 
during the inspection which documented the use ofbiological and llllindicators, I observed the 
foUowing: 

Examples ofinjectable drug products which ~sterilized include: 
• Vitamin A, IOmL; 
• DHEA, IOmL; 
• Vitamin D3, I OmL; 
• Vitamin K2, 30mL; 
• Olive OiJ for Testosterone Injection; 
• Curcumin. IOmL; 
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• DMSO, 50mL. 

For example the following injectable drug products were processed in 
• Curcumin IOML, SMGIML INJ, LotNumberN10182012@12 
• Vitamin K2 JOML (Menaquinooe) JOMGIML INJ, Lot NumberNl0152012@19 
• SUymarin Extract 800/o, 30ML 50MGIML Injec:table, Lot Number N103032012@4 
• DMSO 50ML 99o/o lNJ, Lot Number N05102012@4 

c. Your finn failed to validate the used for the sterilization ofinjectable drug products. 

In addition, only the • 
- are certified for- bacterial retention. For enmple the following- are available for use 
during aseptic filtration processes: 

The following drng products were processed 
• 	 Met:bycobalamin, 30 mJ lmg/mL, Lot N01232013@4; Baxa 50nun 
• 	 Curcumin IOML, 5mgltnL INJ, Lot Number N02142013@8; DMSO Safe Teflon 
• 	 Pancreas lOML 2 mglmL NOJ 162013@2; Zap Cap 
• 	 Ascorbic Acid 1 OOML, 500 mglmL, Lot NO 1222013@3; Supor Capsule 
• 	 Methylcobalamin 30mJ. 1 mglmL; Lot N03 182013@3; Fast Cap 

B. 	 Your finn' s procedures designed to prevent microbial contaimination of injectable drug products have not been 
established. For example: 

a. 	 Your firm performs aseptic filling of injectable drug products Sermorelin!GHRP-6 and HCG 5K 
Lyophilized 5000 units Powder in an ISO 5 hood, the products in partially stoppered 
vials are transferred out of the ISO 5 work area uncovered and exposed to an ISO 7 conditions prior to 
being placed in the lyophilizer. In addition, the lyophilizer is not sterilized prior to processing 
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injectable drug products. For example the following lots ofinjectable drug product were lyophilized 

and distributed by your firm: 

• 	 Sennorelin/GHRP-6; Lot Nl0172012@1 1 
• 	 HCG SK Lyophilized 5000 U Powder, Lot N01292013@15 

b. 	 which are not labeled as sterile and pyrogen free to 

iniectatJ1Ie drug products including Curcwnin and Pancreas Inj. prior the product 
through You have not provided data to demonstrate 
shedding and do not impact the quality, safety and purity ofthe drug products. 

• 	 Curcumin 10 m15 mg/ml Inj. Lot N021420I3@8 

• 	 Pancreas 10 mL 2mg/ml INJ, Lot NOII62013@2 

C. 	 You have not conducted smoke studies performed under dynamic conditions to ensure the flow pattern of 
filtered air in the ISO Class 5 area do not adversely impact the quality of injectable drug products. 

OBSERVATION 2 

There is a failme to thoroughly review the failure ofa batch or any ofits components to meet any of its specifications 
whether or not the batch has been already distributed. 

Specifically, 
a. 	 Your firm received a complaint for 1 vial ofMethylcobalamin lmglmJ 30 mL, lot NOI232012@4 on 1131113. The 

complaint reported 6 patients.that received injections for the same via complained offever, flu-like symptoms, chills 
and soreness at the injection site. As a result ofthe complaint, your firm initiated a recall in an attempt to retrieve 
WlUSed product from the affected Jot. The complaint vial was returned to your fum and tested for endotoxin, no 
sterility testing was conducted. Your investigation did not include additional sterility testing of the complaint sample 
or a retain sample. In addition, the investigation did not extend to other batches or identifY the root cause ofthe 
complaint. 

b. 	 Potency failures reported for Vitamin D and combination iqjectable drug products such as M.I.C Injection, 
M.I.C/SuperBIL-Camitine, Vitamin B Complex Methycobalamin are not supported by data to substantiate the fum's 
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decis.ion to release future batches of product without performing potency testing. Potency failures were attributed to 
the inability ofthe method to adequately detect the components in tbe drug product; however, no investigat!on was 
perfonued to determine ofthe root cause for the failure and subsequent batches ofproduct were released Without 

testing including: 

• 	 Vitamin 03, NOI092013@7 
• 	 MIC Injection, Lot N02042013@20 
• 	 MICIMB-12/B6, LotN02I82013@8 

Furthermore, a formal procedure for handling out of specification tests results or non-c<>nforming tests bas not been 
established. The firm bas a procedure in p1ace for "Skip Batch Potency Testing", which includes provisions for the 
evaluation ofa compound not meeting expected parameters, but only requires a review ofthe formuJa and 
wmpounding technique. In addition, a root cause determination is not required by the poHcy to ensure adequacy of 
corrective/preventive actions or full documentation ofsuch activities. 

c. 	 According to the contract laboratory summary report provided during the inspection, between April2012 and March 
2013, there were approximately 110 confirmed potency failures for injectable drug products processed by your finn. 
No investigation has been performed to determine the root cause ofthe failures or the impact ofthe failure on other 
batches ofdrug product processed by your :firm. The foUowiog undistributed lots of injectable drug products are 
representative of.tailed potency testing: 

Product Lot number Result (Specifkado~

VitaminD3 N0720201i@f 212% 
Chromium N070620 12 aH 

EDTA Disod.ium N03042013 Ql3 
 117% 

VitaminD3 Nl 1302012@10 


Prolotherapy Solution 
12.5/1o/o 

Nl2172012@1 Procaine 24.3% 

Dextrose 1 1 11'/o 


Procaine Buffered NO1032013@13 
 79.5% 

VitaminD3 Nl J142012@1 Not detected 

 

d. 	 Your firm has not investigated tbe source or co.mposjtion offibers identified in injectable drug products which have 
been aseptically filled. During the time period of9/ J4/l2 to 3126113; approximately 80 Jots were documented on the 
- Problem vial and count difference log from IV lab to labeling" as having vials which contained fibers and/or 
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particles. 

In addition, injectable drug products produced by your firm are fiUed in amber colored vials. Each vial is 1000/o 
inspected using a non-validated method to identify and remove vials containing fibers and/or particulates. For 
example, an operator was observed inspecting vials using a black and white background however, there is no data to 
demonstrate particulates and fibers can be adequately identified in amber vials using this process. Products in which 
viaJs with fibers were removed and the vials were distributed: 

OBSERVATION 3 

There is no written testing program designed to assess the stability characteristics ofdrug products. 

Specifically, 
a. 	 Your firm has no scientific sterility and potency data to justify the assigned Beyond Use Dates ranging from 180 to 

720 days at room temperature for any preserved or preservative free injectable drug products. For example, 

b. You finn failed to perform any anti-microbial effectiveness testing to determine 
inlubit microbial growth in your injectable drug products 

through their BUD period. These preservatives are used in the following injectable drug products: 

Product Lot# AUowedBUD Actual BUD 
Methylcobalamin 1 mg/ml 30 mL N01232013@4 365 days 331 days 
DMSO 50mL 99% II!j_ N05102012@4 720 days 338 days 

DMPS 5 ML 50m_g/mL N01292013@_16 365 days_ 359 days 
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OBSERVATION 4 

Aseptic processing areas are deficient regarding the system for monitoring environmental conditions.

Specifically,
a. Testing for viable and non-viable particulate air monitoring is not performed in the ISO 5 and ISO 7 work areas on each 

day ofinjectable drug product production. Currently monitoring is only conducted eve~ by a third-party 
contractor under static conditions. The most recent testing for viable air monitoring was ~3. 
During the August 2012 certification, an acqon JeveJ excursion of 18 CFU and 1 CFU of fungus was reported in the ISO 
7 area adjacent to the ISO 7 gowning room. The report indicates the 1 8CFU excw-sion exceeded the recommended 
action level; no investigation was conducted.

b . You have not established a written procedure for monitoring ofpersonnel glove testing which includes method for 
testing and evaluating the gloves ofaseptic filling operators or the .frequency ofglove monitoring. A spreadsheet 
containing glove test results was provided; however, this record does not include raw data for the incubation dates and 
incubation temperatures. In addition, no data was aVIUJable for aseptic fillemployees. a
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nd-
OBSERVAnON 5 

Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room to produce aseptic 
conditions. 

Specifically. 
a. your firm has not conducted disinfectant effectiveness studies to demonstrate non-sterile disinfectants used to clean 

tbe walls, floors, ceiling and work surfaces in tbe ISO 5 and 7 areas are capable ofsufficiently reducing bioburden. 

SEE REVERSE 
OF THIS PAGE 
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Currently, your fiiDl utilizes the following non-sterile disinfectants to clean the ISO 5 and ISO 7 areas: 

• 
• 

is used to clean the aseptic 
processing area; you are currently using at a - concentration. 
Furthennore SOP 5.001, entitled "Clean·· and Disinfection" stated.a 

is no evidence you are 
rotating disinfectants as required by tbe procedure. 

b. 	 According to the IV Room Cleaning Log for February 2013 no cleaning was perfonned in the ISO 5 and ISO 7 areas 
for the time period l/3 I-2/2011 3. The production log indicates. lots ofinjectable drug products were processed 
during this timeframe. For example: 

• Methylcobalamin Buffered, Lot NOI232013@4, . viaJs were processed on 1/31113; 
• L-Lysine 200mglml, Jot N02042013@10,. vials were processes on 2/S/ 13; 
• Cyanocobalamin Jmg/ml, Lot N021l2013@8, . vials were processed on 2/12/13; 
• MIC WIMB-12 86, Lot N02l82013@8, . vials were processed on 2120/ 13. 

OBSERVATION 6 

Aseptic processing areas are deficient regarding systems for maintaining any equipment used to control the aseptic 
conditions. 

Specifically, 

a. 	 Pressure gauges have not been installed in the IV lab to allow for ~ monitoring ofpressure differentials between 
the ISO 5 and ISO 7 processing areas. Injectable drug products are filled in an ISO 5 area which is separated from 
the ISO 7 area by a plastic laminar curtain. There is no assurance that the appropriate pressure is maintamed in the 
ISO 5 during accepting processing operations. 
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OBSERVATION 7 

Each batch ofdrug product required to be free ofobjectionable microorganisms is not tested through appropriate laboratory 
testing. 

Specifically, your firm produced and distributed approximate!- lots ofsterile, injectable drug products for the period 
between April 2012 and March 2013 . The performed the contract laboratory consisted ofa "Plate 
Contamination" test which utilizes test. However, your firm provided no data to 
demonstrate that either method is sterility method. 

Sterility testing, as defined under USP 71, was conducted for only 3 lots during the designated time period Hyaluronic Acid 
N10162012@5 and L-Tyrosine, Lot N11072012@12 on 12/5/ 12, Procaine Nll302012@4, L-Tyrosine Nl1072012@12 on 
3/15/13. In addition, testing for endotoxin was limited to about only 20 lots. 

Examples ofthe testing for "Plate Contamination" and testing include the following: 
• Hyaluronic Acid, Lot NJ0162012@5 (Plate Contaimination) 
• Methycobalamin, Lot Nll0620l2@11 ­

OBSERVATION 8 

Testing and release ofdrug product for distribution do not include appropriate laboratory determination ofsatisfactory 
conformance to the prior to release. · 

Specifically, between Apri12012 and March 2013, approxirnatel- out o.lots (approximately 290.10) ofinjectable drug 
products produced and distributed by your firm were not tested for potency. For example: 

• Vitamin 03, LotNOl232013@2 
• Metbylcobalamin, Lot N02272013@11 
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OBSERVATION 9 

There are no written procedures fur production and process controls designed to assure that the drug products have the 

identity, strength, quality, and purity they purport or are represented to possess. 


SpecificaJiy, 


a. You failed to validate the lyophilization cycles used to process iqjectable drug products Human Ch<lrionic Gonadotropin 
Lyophilized 5,000 Units Powder and Sermorelin/GHRP-6. Your firm utilizes a with 
the following cycle parameters to process these products. 

b. Your firm does not maintain procedmes and/or specifications for the use of the following sterilization monitoring strips 
used with the including, Spore test strips, ­ sterilization monitors and­
-Strips. (4 ) 

OBSERVATION 10 

Master production and control records lack complete manufactming and control instructions. 

Specifically, 

a. 	 Your firm does not consistently document the name/lot number ofthe-used in the processing of 
injectable, drug products. For example, MIC N02182013@8 does not include documentation ofthe type and lot number 
oftb~ used ortbe lot numbers ofthe~,~and vials used to process the injectable drug product. 
Fonnmr'Worksheets that do not require adequate steril~ documentation include: 

• 	 Hyaluronic Acid lOML NON X-Link INJ. 10MGIML Inj, Formula 1075 

• 	 MlC 30ML Preserved INJ, Formula 396 

• Lipotocin Plus Inj., Formula 20918 
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OBSERVATION 11 

The in process control procedures were deficient in that they did not include an examination ofthe adequacy of mixing to 

assure uniformity and homogeneity. 


Specifically, there is no data to support the extended ntix time o- for DMPS Lot 01292013@ 16 does not 
adversely impact the oftbe its BUD. Production records for DMPS Lot 01292013@ 
16, instructs the operator Mixing ofthe batch was initiated on 
1/28/13@ 4:30PM and on untill /31/13 @5:00PM. The product 
is mixed in a clear beaker which is covered no data to assure the-cover 
is capable ofpreventing oxidation ofDMPS 

OBSERVATION 12 

Clothing ofpersonnel engaged in the processing ofdrug products is not appropriate for the duties they perform. 

Specifically, SOP ?.Oil, entitled "Gowning and Gloving", Approval date April2012, described your finns procedure for 
gowning requirements for inside ofthe ISO 5 curtained barrier area in which the operators whole body is within the curtained 
ISO 5 fill area. The procedure does not require the use ofsterile gowning materials such as masks and gloves. The 
procedure also does not require operatoJS to wear goggles during a8eptic filling ofinjectable drug products to prevent skin 
exposure. In addition, the outer gowns worn by the.operators do not fully cover employees clothing that is worn outside the 
facility; the gown only provides coverage to the area between the operators' .knees and the feel 

*DATES OF INSPECTION: 

03/l8/2013(Mon), 03/1912013(Tue), 03120/2013(Wed). 03121!2013(Thu), 03/2212013(Fri), 03125!20l3(Mon), 0312612013(Tue). 

03127120lJ(Wed), 0312812013(Thu ). 03129120 I J(Fri), 04/02/20 13(Tue), 04/0412013(Thu). 04/051201 3(Fri), 04/08/20 13(Mon). 

04109/2013(Tue), 04/l0120l3(Wed), 04/ lli2013(Thu), 04/1212013(Fri). 04/1S/20l3(Mon), 04/ 1612013(Tue) 
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